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R* fi> TK^M^Xf*^^^: l *>h 3 ©T/i^/vSSr* U 

R 3 fi, fcmm. gi»ft i & 3 ©7/>*^xr^*» 1 d>e> 3 

T <b J: V * 7 * ~/ug;5Ui - N H - R* 

(RM4, />oy^, tKKS, ^t9Kft l 3 ©7^*^SX^*« l 
nl4 0Xlil?r/Tt. ] 
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w m m 

5w<kfi, B#<D^^-y — * *"? ' 7>f 7 (Quality of Life) SrK«>*fc«)K: 

^ix^sst^f^ tmitiz&s sir, ttmmw-?t*w&m&&t& t 



WO 02/053153 
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#&V^Jg:J$«j2j£;&S, ^&a**UTV^(^©«&* % Vol. 8, No. 3 2 
0 0 OgUJBI). 

lfJ^*pH4— a — n „ C R P S (complex regional pain syndrome ; PR £> friz 

nmmm&mV>bfol£^%<D* type-l^tttt^WMttv 5 * hn:7-r— (RSD)K 

hWft bftZ il <t tf s £a ^ftt^S (^<D&^^ Vol. 195 No.9 
2000.12.2, p627-632) 0 

i-fcfc>*>, #3&3&tt* — (I) : 
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R s te, /No^vlf, tK^S, ^$tl*^3 07;^/H, M^tl^f) 
UT^-ct^v^^/i^ x«-nh-r 4 (rM1 AP^yff, tK^S, 

njNmiK, »iitt=*-n/^, crps, &smm\&. a 

fc°o y v^Ti? hTS: K(t'7-fe*-Mx 4-t Ko 2 —Or*cV- 1 -t*o 
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nD^^^t^A)^ (S)-a-xf;V-2-^y- 1-tfc ]) 

■fe hT 5: K(W<?-7-fc*.*)XttN-<2, 6-S?^^/U7*=A/)-2-(2-* 

4-fc Ko**y-2-**y-l-tfB y J?>7t K75 KXttN-(2, 6 
-^f;u7x=;v)- 2 -(2—:*-* y- l - t°n ]) i?=-;v)T-£ YT % Y&i. 
9£f£L<, N-(2, 6-^f^7x=;V)-2-(2-^y-l-k'D y v 5 

-efeotx a (i) ^^ns^k^Xtt-totilSliMSti/SiS^^SbaSrt 

m 1 EIW\ 5l^tt««tl«ltt6 (Peripheral nociception test) fc*5tt£*fcg@te 

B2 vonFrey test tZl*5»t5#fiHtt*?S#|l«!l^*Sr*i-^7 7t*fe5 0 

I3@ll von Frey test m^ttS^S^-fe* ^MSMIDilWi 
/W7 7tib5„ 
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^4^te, von Frey test \Z.3$YfZ>*7 4 ^i?* ^©IpS^-I: £.5#MlBt£ 
aS5Bf*, Hargreaves test |C*5lt5*«3Stt»fiHtt^*ftlfHSb*S:*i-^ 

_hBE— JRSS ( I ) -Cj^Sai/Sfb^tt* #^BS4 2-1 9 0 9 3^#, #P 
Bg52-23072 #PBS 54-117468 #4H8, #HBBg 6 0-2 

5 2 4 6 1#4H$. 4#MBg 5 6-2 9 6 0#2t#, #MBg6 1-2 804 70^ 
42gR, #08^4 - 1 6 0 4 9 6^t«, #^2p 3 - 4 6 4 6 6-^4*fM*fcJB*££ 

6 2-54 04 -JHJtfR) % 7/l/y-~f ^— SUSMBfeSWUi (#I8¥ 5-16314 
4 , iJhf 5 - 1 6 3 1 4 5 JftKlttKft 

#j<d#c# • wijy^ri»wwf^ffl(T> y *&mm&ft&6 107330^), mtm. 
x a,** A,&mftm (wo 00/7593 t) % ua^KP rmfcMimm (wo 9 

8/142 13f) *ftjgftll!&?&ffi!lfft8 (WO 00/72844 #)^*P btlX 

^ztKztiib <n\Y&m <D^mnmwmjL\tmm^wm &± < *n h fix v v n 0 

rttb<D-fb-^#jfi^ ^Bg42-1 90 9 3^M, #HBg5 2-2 

3 0 7 2 -5§-<k#, #WBS 54-117468 -*§-<k$g, #PBg 60-252461 
6-2 9 6 0^&#&, #P8Bg6 1-2 8 04 7 O^n. 4#H8 
¥4-160496 4$4fc¥3 - 4 6 4 6 6 -^^«tc:'|B«t$^fc^2fe-C« 

— «S; (I) fx R 8 ibTfi, 7/V3^S^tt5 7*^HXtt-NH 
— (I) l^§^5M(D5*., W^b^tii: IT, 2-t=¥y 
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-k'njJ^TtfT^ K(t^->7t^A), l-(4-^ h^v"<^y-r/V)- 
2-lfoy^y(7^7t?A) > (S)-a-if/l'-2-t^y- 1 - If n y 
S^Ti? K(W<^7i?*AK N-(2, 6-^^V7*^/V)-2-(2 

jhv^;:* •HK^«jfcW***t*ifti:u-cr±x raft, Afb 

g£&, ▼Wy«*» 7^/v^Jg % =>/^Mfctt, iS^S 

^A/te^-fi, ffHOHMttt&l, HJNffiiftJff* t^tt-^-n^f-, CRP 

s, &smm\&. aids, Ejwmm, nmm. Hn&t*m\z 

^1. JS&ftk ^JXtt^ny^fiJ^SrW5wt^T#. sfefePft-S-Kiiarsai 
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raw, m&wto.m. mxi&mtoM. juzMttftmzmf 5 ^ t z> 0 
torn* f&&%k mmi =«— r-ri'tm mink w?h «wa*v*u* 

flHtlbffll* *3Wk3W, pH»flft!k SfefcflsjH, ftlttPJ, Xim**M*&Jii^3c: 

-ai^Kmwr, (i) T?**tu5^k^xtt»ai^»jcrF*$*t5tt[o 

iiLT, lR^fc^ SPt20H2000mg, »tt<ii30^f)90 

tt2, 0 0 5mg/k g (4fH4^l>*, jgP gc^ttttffifcTilSWWBB 5 !* 
5-1 6 3 1 4 4 o 

x^(D&mmfcibit<>x*&w<Dmm*imfcm£&ttzjjm •, mm&m&fflo 

«*5ffl©S-§-£il*T UT*»WOK3IW*Sbti:j^ttK:S!-^i-**^*4r* 
«pjft^fc Sr^tfEEJBBriMfc (v^*>iJ>»^W) &»36LTS:-*-rS - 1> pT«B-C*><5. 
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<ommm m & z - 1 « & v \ 

1 : 5|c1lH&j£5!SW»ifc (Peripheral nociception test) ^tfS^MEte^ 
Ml 3-15g(Dd dY^mfe-*"** 1 7E^V^ •^Sr^Kl^l'WVl/ 

1 7m*9m<D^vx&&&ni&<om&<o¥ft&ifc&'&'ei$ ^ a 1 ? see (*j-$i 

») tt#JM#ra©**fTofc. §JBB«WaS:»^*bfc«, 7 BWSfcllbfc (XunYeet 
al, . Jpn. J. Pharmacol. 2000, Malmberg AB and Basbaum AI, Pain 1998) 0 tfc 

tf2FK:l4*7-f 7t^^5 a 1(10 nmo 1 h 0 fl-*Ctt4a*t* 5 1 

fc«rrttm##Lfc. 1 o^t 1 smi^m*, 20^ 

i2 5^fi^7^-y2M 1 (O. 1 fmolh SOftkZSfrm^? 
^ = ^2^1(1 f mo 1K4 OfttA 5^t7 , 7^-V2// 1 (1 0 f 
molh 5 0^5 5^l^7^=y2^1 (100 f m o 1 ) £^ 

)fljia-t*7-( : 7-£i?J*5 n 1 (10 nmo lk SJf^fctt&S^ifcfc 5 m 
1 t>«TlffiK:8:-5-Lfc. 10»il5»41fttt*, 2 0 

^i2 5Mt7'7^-y2M 1 (0. 0 1 pmolh 3 0^fc3 5^«t 
^7^=V2m1 (0. 1 pmol), 4 0^4 55)il:7'7^=y2 fl 
1 (1 pmolh 5 0^5 5Mfc7*7^>-2^ 1 (10 p m o 1 ) * 

3Uffi0il2 : von Frey test 5#MB'I4^*^J$!I^ 

Q&L 16-18g©dd Y3Ugt£^ 4 2 E^/j^Tto von Frey test 
■^^^*«<0_h»!l«# % 1 0&*5*\Z.-*V*<DBM& von Frey 7^7^^f 
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(TRANSDUCER INDICATOR MODEL 1601 (IITC INC. U. S. A. ) ) X'fflWi b , 

x<D*£itwi&(Dm&<D¥'zrzm&&x*m'9 . ism mmm) nwrn^mv 

^Zff^tCo tyfflWSL*%&-g-Vfr&, 7 BF^gUfc (Xun Ye et al. , Jpn. J. 
Pharmacol. 2000, Malmberg AB and Basbaum Al.Pain 1998) „ W.Wk<D~* *7*<D 
Mli2 3-2 5 gT*fcofc 0 *£1itnm*mot=.m*4mKlfttfX. Mi&*2® 

< hmTl&lZ. ^7^ 5 n 1 (1 nmo 1 h ^7^ 7t^A5 n 1 (1 

O nmo 1 h ^/i^t^5 // 1 (10 nmo 1 h *5 <fc t*£S 5 m 1 

1 0^W3#IC6 O^IWBUfiCOffl^SrtToyt. — *\ ■BJBMmfr&fTofcfc* 

©•7 fcJRTfiKl, ^7^7t^A5ju 1 (10 nmolK ^e/Ufc 

-*5ju 1 (10 nmo l)s fc*iV4IA**5 m 1 ±EiPl«lcW 

3H2fe#) 3 : von Frey test ttl&tf £#&Htt$fttt1|i!l3b$: 

HiS^J2 ^ilcUW^t^A 5Ml(lOnmol)«rj9:-^U-C«fi[©iai3t* 

H5£^!|4 : von Frey test iZ & 7 >( 9± ? A^P^^tC J; SttSBtti^I 

#S 16-18g © ddY ^£H£-v 36 EE<£rffiV\fco von Frey test X*V$.-*r !7*3r 
jHOJhfctt# % 15 #*5#Hl«UfcJEBESr von Frey 7^ 7^ > h (9*5** 7 
7-^7"^ h 1601^(IITC INC. U.S.A.))-e$iJ$cU JIBBKlESr* bfci # ©BBfflt 
Sr^A-CS&Lfc. W^l^*— /vfl^&JfeU *IIIW^OAJ» 

u «t 5 k bfc 0 36 be* 24 mvmtnmBmv^ft* 
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^ 7 B B tcl^^rtT-ofcttun Ye et al. , Jpn. J. Pharmacol. 2000, Malmberg 
AB and Basbaum AI, Pain 1998) 0 7 B %.<0~* V^fcWiZ 23-25g "Cfco fc„ 4* 
Lfc#& 4 BMS&2Eiaij£U W^nyhn- 

/UiLfc, ^©iW^©i©-7!)^l^7^ 7ir^ A3mg/kg x 10mg/kg, 
30mg/kg *3 J;^S^7K(10mlAg) ^P^U 15 ^*3# {C 90 ^nM«Ofl 
Jfe&fTofc. §>W^»<Z)*Sr^ofc*tl!g»(sham»)tt2»^»t> JtJBi: 

ra«|C=i'^ hB-/Htt*Sl^Ufc«s WWH^7>f7t^A 30mg/kg*5 
«k t*£3£tfc*c (lOml/kg) £ri& P U _h|H t mn\z.mfe(Dmfe*fti fc 0 

*J60«5 :Hargreaves test te*5»* 5*S»JS<4#iSHtt^5*»!:*N-««#Sb* 
flcfi 28-30g <D ddYSItt-^!?^ 36 GEStJEV^Co Hargreaves test t?f*-^ I7^?r 

336M(IITC INC. U.S.A.))KlJ;oT$iMU S!BK^&^-ST©»l$«:S!lJ£L 

fc 0 its*i-r * * » o. in ^ ^ ^mmmm (pH4. 5) ufc^ b 1^ h ✓ h ^ . 

(200nigAg)**»JIIRKl«:-^L-Cf^»U, 7 0 B KHm<M?ofc: 0 3SI»*(*ftA3B# 
mm<OJk^^/^^— ^Slgd* 300mg/dl £JL_h©"^l>^«r«p»fSt Ufc e 36 EE* 24 
EE*_hlBO*tfeT?*fffiWfi^ i: LT, » U 12 GEfctt 0. IN ^ ^^iMRflHKSrS 

3mg/kg, lOmg/kg, 30mg/kg *5 <fc rj±m&&7k (10ml/kg) 
10 &*s%tc go &timm<Dmfe& ft ofz 0 — *\ MJTO^^hcz-yu 

7^ v-fe^^ 10mg/kgfeJ:tf^aiA4H>k(10mlAg)*fiPa^U.J:fBilRJtKK:# 

*v «7 ^.7fe^tt^?Sf*;!^& (Peripheral nociception test) "Ctt^ ^7 
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1H100 f mo 1 (D/8S$&fflf£ ioT?|^®Cl$tbfCo ^^^^ir^^^M 

von Frey test fiii o &m<Dm$&mx^z.tz.mm&}mmm®. 

\z£z>$m&mzmm. (g) -en^ufc 

H$M£:fcV^ *7-(7±*J±. ^Vfc^©fll< ^TS^&^iitjt-dfcS 
®TU ii@C/t?^^bfc 0 ^-^fc-^O^fK ^^TJSF^S-^ (lOnmo 1) 

— vJ-^rf^-fe^Att, von Frey test {CSol^T, ^ 7 -f A £ fSf^l^ 
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m # (D m m 

1 . -#5C ( I ) : 




(i) 



[5£4\ R 1 ^ TK^W^XIiTKiKKSr^U, 

R 2 W\ » 1 3 COT/V^r/vS^^ u 

TtiV^7x-/^SXf4-NH-R 4 

3©7/Un5r *>yv£j&» ft 5 »*» S> SIfc«X5 JS^S U < 1^?>3 <@W 

nfctOXtel Sr^f. 3 

2. fift&0«SH$ 1 9Cte:gB*ft©-«5*; (I) T***^«^4feXW:'t<Z>tiai±flP 

3. «*OtSHJ(l 1 JSJclBttO— (I) T^SttSfls-gifcXtt-tOJSKifl 1 * 

a-n/^— , CRPS, ^^mitm. AIDS, =X#M> ^?fs *tt 
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K* l-(4-^ h^^^/^M- 2 
-k'DSv'/y, ( S ) - a -xf /V- 2 - 1 =5r y - 1 - fn y y 7t h 7 $ K 
Xf4N-(2, 6-^^7*=/V)-2-(2-^y - 1 -If a y i?~A-)7* 

6. Ko^f-V-2-^y-l-f B»>S?y7tb7§ KX 
f4N- ( 2 , 6 - S?* f/V7 ^ ^/u) - 2 - ( 2 y-l-t'ni) 5?s=./u) T± 

7. *T3bj£5WS, N-(2, 6-^^7^-/W-2-(2-^-^y-l-tfn 
y^=/u)Tir h7$ K•Cfc5»*©^fiialRl3fi'a^v^UjR4q^<DV^•fi^*»l5^^^: 

9. #»Htt*3So#H«U^Jfe-CS)oT, »#©*SHS5 1 9n-fE*J©5$; (I) t?^ 

10. #SHt4^o^^.t) J /X«W^>»^-efcoT, If^coiSSBI^l 

1 1 . ttiatt^i^f&ixt/Aftf^fe-efeot, i ^±<d^^j t 1 1> 
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> (pmol, i.pl.) 75 if*— v(fmol, i.pl.) 
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von Frey test (T^-cn=6) 



oj7.5 



2.5 J r 



-O- £9*%* 

. 5-fe^A(lO nmol, i.t.) 
-♦— *;t/t* (10 nmol, i.t.) 



C 10 20 30 40 50 60 



10- 

0.7.5- 
5 - 




^ *7^7-fe^A(i nmol, i.t.) 
*7^7-«r^A(i0nmol, i.t.) 
*^b* (10 nmol, i.t.) 



2 5 C 10 20 30 40 50 60 
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m3m 
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10- 



<=» 7.5 



5- 
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0 



10 20 



1 — 

30 
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— i — 

40 



50 



— o— £S£*g7jc 

— O — *7^7fe?A (10 nmol, i.t.) 
...<>... ^-41 i/5t?A (10 nmol, i.t) 



— 1 
60 



12.5 



10- 



°>7.5- 




2.5- r 
0 



— 1 1 1 1 1 1 

10 20 30 40 50 60 

ftfH (35-) 



-O — * -7 ^ ^ -fe * -M10 nmol, i.t.,* 
--0-— * + i/ i 5-fe^A(10 nmol, i.t.) 



3/5 



WO 02/053153 



PCT/JP01/11356 



140 



von Frey test (^:Tn=6) 



12.5 



too 



10- 



7.5- 



5- 



2.5 J r- 
C 



15 30 45 60 75 



• ^-f^-fc^-MSO mg/kg, p.o.) 



— , 
90 



2.5-1 ««eitt***f^ 



'ho 10 



7.5- 



2.5 J 




♦ A J-te'? A (30 mg/kg, p.o.) 
O *7 A (10 mg/kg, p.o.) 

• (3 mg/kg, p.o.) 



— i 1 1 1 1 1 

15 30 45 60 75 90 

MBHtt^ttttm (#) 
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Hargreaves test (±Tn=6) 



15- 



10" 



f& 5" 
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10 
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20 



— i 1 — 

30 40 



— i — 
50 



15- 



10" 



.5" 



• *7-i (10 mg/kg, p.o.) 



i 

60 




O 7t^A(3 mg/kg, p.o.) 

° ^-7-f9-trd 7 A(lO mg/kg, p.o.) 
> *y -i 'y-te&J* (30 mg/kg, p.o.) 



0 J i 1 1 1 1 1 1 

0 10 20 30 40 50 60 

mm&*'&&?% (#) 
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